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REMARKS 



Pending claims 

Claims 11-14, 16, 17, 19-31 and 47-52 are pending. No amendment is made with the 
present reply. 

Rejections under 35 U.S.C. $ 112, 1 st Paragraph re Enablement 

Claims 11-14, 16, 17, 19-31 and 47-52 stand rejected under 35 U.S.C. §112, first 
paragraph. The Examiner alleges that while the specification is enabled for the treatment of 
inflammation, hypertension and pain by the administration of spongosine and the amino acid 
gabapentin, it does not enable treatment of any of the other noted conditions with any other 
mixtures of spongosine and another analgesic agent as recited in claims 27 and 28. 

The Examiner alleges that: the safety of spongosine with other analgesics is highly 
unpredictable; the "analgesic agent other than spongosine" defined in generic or subgeneric 
terms is too broad; only 2.5 pages of guidance are given showing how to treat pain associated 
with only a few model test hosts wherein the pain has been induced artificially; the specification 
contains only 1 example of combination of spongosine with gabapentin; and there is no guidance 
concerning how to safely select the "other" possible analgesics. 

As a preliminary matter, Applicant notes that the rejected subject matter is recited in 
claims 27 and 28. Accordingly, the rejection is moot and should be withdrawn with respect to 
claims 1 1-14, 16, 17, 19-26, 29-31 and 47-52. Moreover, the rejection should be withdrawn for 
at least the following reasons. 

Applicant has provided a working, in vitro example of combined administration with 
gabapentin, together with a statement applicable to the genus as a whole. Generally, Applicant's 
working, in vivo examples together with a statement applicable to the genus as a whole will 
ordinarily be sufficient to support enablement of the claimed genus. M.P.E.P. § 2164.02: "Proof 
of enablement will be required for other members of the claimed genus only where adequate 
reasons are advanced by the examiner to establish that a person skilled in the art could not use 
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the genus as a whole without undue experimentation." The Examiner acknowledges that 
Applicant's working, in vivo example of combined administration with gabapentin is enabling. 

The Examiner's argument advances merely a conclusory allegation regarding safety 
issues, not reasoning supported by evidence. The Examiner advances no facts or reasoning to 
establish that a person skilled in the art could not use the genus as a whole without undue 
experimentation. Instead, Examiner concludes that alleged safety issues prevent Applicant's 
working, in vivo example from enabling any other combination of spongosine and an analgesic 
agent other than spongosine according to the claims. The Examiner does not provide any facts 
or evidence to support the alleged safety issue. Since the initial burden is on the examiner to 
give reasons for the lack of enablement, the examiner must also give reasons for a conclusion of 
lack of correlation for an in vitro or in vivo animal model example, such as the Examiner's 
conclusion of a lack of safety. A rigorous or an invariable exact correlation is not required, as 
stated in Cross v. Iizuka, 753 F.2d 1040, 1050, 224 USPQ 739, 747 (Fed. Cir. 1985). The 
Examiner's conclusory allegations about safety in the absence of any facts or reasoning are 
therefore not sufficient to support a lack of enablement. 

One of ordinary skill will ordinarily administer and monitor drug levels for safety. As 

argued in previous responses, a person of ordinary skill is a pain physician, who is experienced 

in selecting among available analgesics and determining effective dosages. For example, 

according to the American Board of Pain Medicine's "Definition of Pain Medicine:" 

The specialty of Pain Medicine is concerned with the prevention, evaluation, 
diagnosis, treatment, and rehabilitation of painful disorders. Such disorders may have 
pain and associated symptoms arising from a discrete cause, such as postoperative pain or 
pain associated with a malignancy, or may be syndromes in which pain constitutes the 
primary problem, such as neuropathic pains or headaches. The diagnosis of painful 
syndromes relies on interpretation of historical data; review of previous laboratory, 
imaging, and electrodiagnostic studies; behavioral, social, occupational and avocational 
assessment; interview and examination by the pain specialist; and may require 
specialized diagnostic procedures, including central and peripheral neural blockade or 
monitored drug infusions. The special needs of the pediatric and geriatric populations are 
considered when formulating a comprehensive treatment plan for these patients. (Exhibit 
A, http ://www. abpm. org/what/index .html , accessed October 28, 2007) 
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Since a pain physician may conduct "specialized diagnostic procedures, including central 
and peripheral neural blockade or monitored drug infusions," such a physician is experienced in 
administering combined drug infusions, e.g., a drug for central neural blockade and a drug for 
peripheral neural blockade, and in monitoring such infusions. Consequently, one of ordinary 
skill in the art can administer drug combinations, such as spongosine and an analgesic agent 
other than spongosine according to the claims. 

Applicant respectfully submits that for at least the preceding reasons, the Examiner has 
not advanced adequate reasons to establish that a person skilled in the art could not use the genus 
as a whole without undue experimentation. Moreover, the rejection is moot and should be 
withdrawn with respect to claims 1 1-14, 16, 17, 19-26, 29-31 and 47-52. Consequently, the 
corresponding enablement rejection is improper. Applicant respectfully requests that the 
rejection be withdrawn. 

Obviousness-type double patenting rejections 

Claims 11-14, 16, 17, 19-31 and 47-52 stand provisionally rejected under the judicially 
created doctrine of obviousness type double patenting over claims 16-33 of co-pending 
Application Ser. No. 10/547,455, filed March 5, 2004, and claims 13-24 of co-pending 
Application Ser. No. 10/547,454, filed March 5, 2004. • 

The allegedly conflicting claims of Application Ser. Nos. 10/547,455 and 10/547,454, 
have not been patented. For this reason, the present rejection is a provisional obviousness-type 
double patenting rejection. Applicant will address any obviousness type patenting rejections 
upon notification that there are claims which are otherwise allowable. 

Anticipation Rejection under 35 U.S.C. § 102(b) 

Claims 11-14, 16, 17, 19-3 1 and 47-52 stand rejected under 35 U.S.C. § 102(b) as being 
anticipated by Bartlett et al. J. Med. Chem. 1981, 24, 947-954 (Bartlett et al.) The Examiner 
alleges that Bartlett et al. disclose at Table I at page 949 and associated explanation at page 950, 
column 1 , fifth full paragraph, that the administration of spongosine to treat carrageenan induced 
inflammation must have inherently included suppression of pain. The Examiner states that the 
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allegation of inherency is supported by the definition of "inflammation" in Taber's Cyclopedic 
Medical Dictionary, 19th Ed. (200 1) at page 1092, column 1, wherein the occurrence of 
"inflammation" is defined to include the simultaneous occurrence of pain" and other symptoms. 

Applicant respectfully submits that the inherent anticipation rejection is improper because 
inherency must be based on what was necessarily present in prior art, not what may be possible 
or probable. 

The fact that a certain result or characteristic may occur or be present in the prior art is 
not sufficient to establish the inherency of that result or characteristic. In re Rijckaert, 9 F.3d 
1531, 1534, 28 USPQ2d 1955, 1957 (Fed. Cir. 1993) (reversed rejection because inherency was 
based on what would result due to optimization of conditions, not what was necessarily present 
in the prior art); In re Oelrich, 666 F.2d 578, 581-82, 212 USPQ 323, 326 (CCPA 1981). 

Further, "[t]o establish inherency, the extrinsic evidence 'must make clear that the 
missing descriptive matter is necessarily present in the thing described in the reference, and that 
it would be so recognized by persons of ordinary skill. Inherency, however, may not be 
established by probabilities or possibilities. The mere fact that a certain thing may result from a 
given set of circumstances is not sufficient.'" In re Robertson, 169 F.3d 743, 745, 49 USPQ2d 
1949, 1950-51 (Fed. Cir. 1999) (citations omitted, emphasis added). 

The treatment of pain is not necessarily present in the experiments described by Bartlett 
et al. The experiments describe only treatment and measurement of swelling due to carageenan- 
induced edema as a model for inflammation. Bartlett et al. provides at p 953, column 2, last full 
paragraph: "Rat Paw Edema Test for Antiinflammatory Activity. Antiinflammatory activity was 
assessed by the inhibition of carrageenan-induced edema." Further, "Rats were dosed . . . before 
measuring the thickness of both hind paws and the subplantar injection of 0.05 mL of 
carrageenan . . .the ensuing swelling was measured, and the percent inhibition of the edema 
formation was calculated . . ." (p 954, para 1, lines 5-10). 1 

Taber's Cyclopedic Medical Dictionary, 19th Ed. (2001) p 665-667 (Exhibit B) provides 
an extensive definition and discussion of edema. Nowhere does this definition recite pain, or 

1 By contrast, Applicant's carrageenan examples also included a separate pain stimulus (heat) and measurement of 
pain (paw withdrawal latency). 
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state that pain is a required or necessary component of edema. Therefore, edema does not 
necessarily require the presence of pain. Moreover, the only "anti-inflammatory activity" 
assessed by Bartlett et al. is a reduction in swelling, used to calculate "the percent inhibition of 
the edema formation." Therefore, the induction and treatment of carrageenan-induced edema by 
Bartlett et al. does not necessarily include the presence of pain, let alone the treatment of pain. 

Therefore, the present claims are not inherently anticipated by Bartlett et al. Applicant 
respectfully requests that the corresponding rejection be withdrawn. 

Obviousness Rejection under 35 U.S.C. $ 103(a) re Co-pending Applications 

Claims 11-14, 16, 17, 19-31 and 47-52 stand rejected under 35 U.S.C. § 103(a) as being 
obvious over co-pending Application Ser. Nos. 10/547,454 and 10/547,455. The Examiner 
alleges that these applications have claims that are obvious variations of the instant claims, 
"therefore rendering the instant claims obvious." The rejection also refers to the obviousness- 
type double patenting rejections for specific statements defining the bases for the findings of 
obviousness. 

The present application, U.S. Pat. Appl. Ser. No. 10/537,564, was filed 8/28/06, and 
claims priority to PCT/GB2003/005379, filed 12/9/2003, and UK 0228723.3, filed 12/9/2002. 
Co-pending U.S. Pat. Appl. Ser. No. 10/547,455, was filed 7/26/2006, and claims priority to 
PCT/GB2004/000935, filed 3/5/2004, and UK 0305149.7, filed 3/7/2003. Co-pending U.S. Pat. 
Appl. Ser. No. 10/547,454, was filed 6/28/2006, and claims priority to PCT/GB2004/000952, 
filed 3/5/2004, and UK 0305 150.5, filed 3/7/2003. Consequently, the present application has a 
priority date earlier than the co-pending applications. 

Further, the present application and Application Ser. Nos. 10/547,454 and 10/547,455 
were, at the time the claimed invention was made, owned by and subject to an obligation of 
assignment to Cambridge Biotechnology Ltd., the assignee of record for all three applications. 

The rejection under 35 U.S.C. § 103(a) as being obvious over co-pending Application 
Ser. Nos. 10/547,454 and 10/547,455 is therefore improper. Applicant respectfully requests that 
it be withdrawn. 



Applicant 
Serial No. 
Filed 
Page 



Peter Richardson 
10/537,564 
August 28, 2006 
7 of 9 



Attorney's Docket No.: 13425-01 70US 1 / BV-1083 US 



Obviousness Rejection under 35 U.S.C. § 103(a) re Bartlett et al. and Herrick-Davis et al 

Claims 11-14, 16, 17, 19-31 and 47-52 stand rejected under 35 U.S.C. § 103(a) as being 
obvious over Bartlett et al. in view of Herrick-Davis et al. European Journal of Pharmacology, 
162 (1989) 365-369 (Herrick-Davis et al). The Examiner alleges that Herrick-Davis et al. 
discloses that a variety of adenosine analogues that are also known in the art to be adenosine 
receptor agonists have been found to be analgesic agents with efficacy comparable to morphine. 
The Examiner alleges that one of the compounds tested, 2-chloroadenosine (CADO), is a close 
structural relative to spongosine. The Examiner alleges that the claims are obvious over Bartlett 
et al, referring to the inherent anticipation rejection discussed in a preceding section, further in 
view of Herrick-Davis et al. The Examiner alleges that one of ordinary skill in the art would 
have been motivated to combine these references because both references are directed to 
disclosures of the analgesic effects observed following the administration of 2-substituted 
analogues of adenosine, including spongosine. 

As the Examiner acknowledges, the Bartlett et al. reference did not specifically disclose 
the testing of spongosine to determine its analgesic activity. Moreover, as discussed above, 
Applicant respectfully submits that Bartlett et al. does not inherently anticipate the claimed 
invention because it does not inherently include pain or the treatment of pain. Therefore, one of 
ordinary skill in the art would not have been motivated to combine the cited references as alleged 
by the Examiner. The obviousness rejection over Bartlett et al in view of Herrick-Davis et al 
should be withdrawn for this reason alone. 

Further, the Examiner's allegation that CADO is somehow closely analogous to 
spongosine is not supported because structural similarity does not give rise to obviousness in the 
absence of similar properties. As discussed in a previous reply, "it is not structural similarity 
alone that gives rise to obviousness, but the concomitant assumption that the structurally similar 
compounds will have like properties." Ex Parte Chwang 231 USPQ 751, 752 (Bd. Pat. App. & 
Int'f 1986). However, one of skill in the art would recognize that spongosine (2- 
methoxyadenosine) has a significantly different properties as compared to CADO, such as shape, 
dipole moment, etc. Moreover, as argued previously, compounds cited by the Examiner such as 
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CADO are shown in Ueeda et al. Life Sciences, Vol. 49, pp. 1351-1358 (Ueeda et al) to have 
substantially different binding constants at Ai A and A 2 A receptors as compared with 2- 
ethoxyadenosine. In particular, the inhibition constant Kj for 2-chloroadenosine (#3) at Ai AR 
differs from that for 2-ethoxyadenosine (#13) by a factor of 132 in rat and 170 in guinea pig. 
Furthermore, according to Ueeda et al, 2-ethoxyadenosine (#13) is selective for the A 2 AR 
receptor, whereas compounds including CADO (#3) are unselective (Ueeda, et al, page 1354, 
lines 3-4). Consequently, because the Ueeda, et al reference teaches that there are substantial 
differences between 2-ethoxyadenosine and CADO, one of ordinary skill in the art would not 
expect a 2-alkoxyadenosine such as spongosine (2-methoxyadenosine) to have similar properties 
to CADO. Contrary to the Examiner's allegation, one of ordinary skill in the art would not view 
CADO as closely analogous to spongosine. Thus, disclosure of CADO as an analgesic in 
Herrick-Davis et al. does not support an obviousness rejection of the claimed method of treating 
pain which comprises administering spongosine (2-methoxyadenosine) to a subject in need of 
such treatment. 

For at least the preceding reasons, the rejection of claims 1 1-14, 16, 17, 19-31 and 47-52 
under 35 U.S.C. § 103(a) as being obvious over Bartlett et al. in view of Herrick-Davis et al is 
overcome. Applicant respectfully requests that the rejection be withdrawn. 

CONCLUSION 

For the reasons set forth above, Applicants submit that the claims of the instant 
application, as amended herein, are in condition for allowance. Reconsideration and withdrawal 
of the Examiner's objections and rejections are hereby requested. Allowance of the claims is 
earnestly solicited. 
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Definition of Pain Medicine 

The specialty of Pain Medicine is concerned with the prevention, evaluation, 
diagnosis, treatment, and rehabilitation of painful disorders. Such disorders' 
may have pain and associated symptoms arising from a discrete cause, such 
as postoperative pain or pain associated with a malignancy, or may be 
syndromes in which pain constitutes the primary problem, such as 
neuropathic pains or headaches. The diagnosis of painful syndromes relies on 
interpretation of historical data; review of previous laboratory, imaging, and 
electrodiagnostic studies; behavioral, social, occupational and avocational 
assessment; interview and examination by the pain specialist; and may 
require specialized diagnostic procedures, including central and peripheral 
neural blockade or monitored drug infusions. The special needs of the 
pediatric and geriatric populations are considered when formulating a 
comprehensive treatment plan for these patients.. 

The pain physician serves as a consultant to other physicians but is often the 
principal treating physician and may provide care at various levels, such as 
direct treatment, prescribing medication, prescribing rehabilitative services, 
performing pain relieving procedures, counseling of patients and families, 
direction of a multidiscipiinary team, coordination of care with other healthcare 
providers and consultative services to public and private agencies pursuant to 
optimal healthcare delivery to the patient suffering from a painful disorder. The 
pain physician may work in a variety of settings and is competent to treat the 
entire range of painful disorders encountered in delivery of quality health care. 
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